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Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 
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Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 



PETITION FOR EXTENSION OF TIME UNDER 37 C.F.R. § 1.136(a) 
Applicant hereby requests an extension of time of one month in which to respond to 
the Office Action dated March 21, 2003 in the above identified Application. That Office 
Action set a shortened statutory period of three months for response. Please charge $1 10 or 
the fee required under 37 C.F.R. § L17(a)(l) to Deposit Account No. 19-1025. 

RESPONSE TO OFFICE ACTION DATED JUNE 7, 2002 
Claims 1 and 15 are pending in the above-identified Application and stand rejected 

under 35 U.S.C. § 103(a) as being unpatentable over U.S. Patent No. 5,466,823 (Talley). 

The Examiner has maintained the rejection for reasons given in the Office Action of 

June 7, 2002 (Paper #11), indicating that Applicant's response of December 9, 2002 has been 

**fiiUy considered but not deemed persuasive'". Those reasons for rejection can be 

summarized as follov^s: 
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o "no patentable distinction" found by the Examiner, citing In re Weijlard, 69 USPQ 
86 (CCPA 1946), in the concept of a chemical compound in crystalline form over 
the same compound in amorphous form (Paper #11, page 3, lines 6-8); and 

o an assertion that ''one skilled in the art would have been motivated to prepare 
amorphous forms of known pharmaceutically useful compounds with the 
expectation of obtaining a pharmaceutically useful benefit" (Paper #11, page 3, 
lines 19-21). 

Applicant's rebuttal of the first of these arguments for rejection, set forth in the 
response of December 9, 2002, received no comment in the present Action, and it is therefore 
believed that the Examiner accepts Applicant's position that there is indeed a patentable 
distinction in the present case, wherein the inventors went against Talley's teaching of 
crystalline celecoxib to prepare amorphous celecoxib (as opposed to proceeding from 
amorphous to crystalline form, which was the fact situation in In re Weijlard), 

The present rejection instead focuses on the second of the above arguments. Applicant 
respectfully submits (a) that the Examiner's assertion of motivation with expectation of 
success is incorrect: (b) that a prima facie case of obviousness has not been made : and (c) that 
the benefits of amorphous celecoxib as set forth in the present specification are sufficiently 
great and unexpected as to be evidence of nonobviousness even if such a prima facie case had 
been made. 

1 . Motivation to prepare amorphous celecoxib is not present in the art. 

As support for the assertion of motivation, the Examiner cites pages 349-472 of 
Stavchansky & McGinity (1990) Bioavailability in Tablet Technology. Chapter 6 in 
Pharmaceutical Dosage Forms: Tablets, Vol, 2, ed. Lieberman et aL^ pp. 349-569. New 
York: Marcel Dekker. This reference, hereinafter '^Stavchansky", is accorded its correct 
bibliographic citation above for the record. 

Stavchansky is cited in the present Action as teaching that "amorphous solids will, in 
general, be better absorbed than will crystalline ones". Office Action of March 21, 2003, page 

2, lines 21-22. It may be tme that a person of ordinary skill, reading this single sentence out 
of context, might at the time of the present invention have thought it a good idea to try to 
make amorphous celecoxib. However, it is respectfully submitted that the Examiner has 
improperly disregarded MPEP 2141 .02, last paragraph, which requires that 'A prior art 
reference must be considered in its entirety, /.e., as a whole , including portions that would lead 
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away from the claimed invention", citing Gore v, GaHock, 220 USPQ 303 (Fed. Cir, 1983). 
Emphasis in originaL 

When the relevant portion of Stavchansky (Section N at pages 462-465) is read as a 
whole as required by MPEP 214L02, it is seen that amorphous forms of dmgs can have 
undesirable effects that offset possible benefits of improved absorption. For instance, *the 
amorphous state is predictably unstable." Stavchansky, page 465, line 7. Examples cited 
include penicillin G sodium and potassium salts, and novobiocin. "Crystalline potassium 
penicillin can withstand dry heat for several hours without significant decomposition. Under 
similar conditions, the amorphous forms lose considerable activity." Stavchansky, page 465, 
lines 1 1-13. Stavchansky thus provides disclosure that teaches away from the present 
invention, and does not, when read as a whole , clearly motivate one of ordiaary skill to try to 
modify Talley's celecoxib by preparing an amorphous form of the dmg. 

Stavchansky is also cited in the present Action as teaching that the "amorphous state 
reduce[s] the particle size of the drug and result[s] in a faster rate of dissolution than occurs 
with a crystalline form." Office Action of March 2 1 , 2003, sentence bridging pages 2-3 . It is 
respectfiiUy pointed out that this is a misquotation; Stavchansky actually states that 
" Techniques commonlv used in preparing drugs in the amorphous state generally reduce the 
particle size of the dmg Stavchansky, page 465, lines 4-6, emphasis added. In this 
regard, it is noted that the claims presently in consideration are not restricted to amorphous 
celecoxib prepared by any particular technique, nor to any particular particle size range of 
celecoxib. It is further noted that Stavchansky teaches "reduction in particle size is not 
desirable in all cases" and cites nitrofiirantoin as an example wherein smaller particles increase 
gastrointestinal irritation, *Svhich explains why a macrocrystalline rather than an amorphous 
form of nitrofiirantoin appears in the marketed product/' Stavchansky, page 454, lines 20-25. 

Further, an impermissible "obvious to try" standard has been applied by the Examiner. 
Stavchansky teaches that "the formulation of a stable and bioavailable product requires a 
thorough study of the physico chemical properties of drug and tablet to ensure eflBcacy." 
Stavchansky, page 393, lines 21-23. Moreover, as also taught by Stavchansky, there are a 
multitude of potential approaches to improving bioavailability, including those involving 
particle size (page 453), prodrugs (page 458), dispersants (page 459), crystalline forms (page 
462), solvates and hydrates (page 465), complexation (page 467), excipients (page 472) and 
surface-active agents (page 476). 

Theoretical considerations and general observations as presented by Stavchansky may 
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suggest possible utility of an amorphous compound, and the Examiner appears to have 

concluded that one of ordinary skill in the art would have found it obvious to try to make 

amorphous celecoxib. However, the "obvious to tr/' standard is impermissible. 

"The admonition that 'obvious to try' is not the standard under § 103 has 
been directed mainly at two kinds of error. In some cases, what would have 
been 'obvious to try' would have been to vary all parameters or try each of 
numerous possible choices until one possibly arrived at a successful result, 
where the prior art gave either no indication of which parameters were critical 
or no direction as to which of many possible choices is likely to be successful. 
... In others, what was 'obvious to try' was to explore a new technology or 
general approach that seemed to be a promising field of experimentation, 
where the prior art gave only general guidance as to the particular form of the 
claimed invention or how to achieve it." 

In re OTarrell, 7 USPQ2d 1673 (Fed. Cir. 1988); MPEP 2145.X.5. 

Stavchansky teaches numerous possible choices to make a more bioavailable 

compound with only general guidance as to how to achieve it. The amorphous state is but one 

of a multitude of choices in Stavchansky. At best, this constitutes an "obvious to try" 

rationale. 

Thus no suggestion or motivation to modify Talley's crystalline celecoxib to make 
amorphous celecoxib is found in Talley, nor does Stavchansky provide the necessary 
motivation when read as a whole. Absent such motivation, a prima facie case of obviousness 
cannot be sustained. MPEP 2143. 

2. There was no reasonable expectation of success at the time the invention was made. 

Even if, arguendo^ there was an expectation of superior absorption based on a reading 
of Stavchansky, there was no reasonable expectation at the time the present invention was 
made that amorphous celecoxib could be made. Stavchansky does not teach that amorphous 
drugs can be made, merely that if amorphous dmgs can be made one might predict superior 
absorption. 

Reasonable expectation of success requires ''at least some degree of predictability\ 
MPEP 2143.02, second subsection. In its previous response, Applicant submitted "It was not 
even predictable that an amorphous form of celecoxib could exist or be made." Response of 
December 9, 2002, page 2, lines 24-25. Although Applicant supported this statement with 
evidence firom Renoington (1995), The Science and Practice of Pharmacy, 19th ed., page 168, 
the Examiner dismisses the statement as "speculation on Apphcant's behalf because one of 
ordinary skill in the art [is] deemed to be aware of all the pertinent art in the field."" Office 
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Action of March 21, 2003, page 2, lines 19-21. 

Remington was cited by Applicant as teaching: "Certain materials are easy to cast into 
a glassy [i.e., amorphous] state, others can be made glassy with some difEculty and, some, 
seemingly not at alL At present there seems to be no specific theory to help predict this 
behavior/' Response of December 9, 2002, page 2, lines 25-27. Thus Applicant's statement 
that it was not predictable that amorphous celecoxib could exist or be made is emphatically 
not speculation but is a statement of fact supported by one of the most reputable handbooks of 
pharmaceutical science. The Examiner has not challenged Remington's teaching, nor has he 
cited another reference with contrary teaching. Mere dismissal as '"speculation" of the 
evidence of unpredictability adduced by Applicant is insufficient to overcome that evidence. 
The appended clause "because one of ordinary skill in the art [is] deemed to be aware of all 
the pertinent art in the field" carries no weight since the Examiner has cited no pertinent 
reference against Remington's teaching of unpredictability. The only reference cited in this 
context by the Examiner, namely Stavchansky, has nothing to say on the question of 
predictability with which an amorphous compound can be made, only, as pointed out above, 
the question of expectation of a benefit in absorption if the amorphous form exists. 

Thus, in view of the unchallenged lack of predictability that amorphous celecoxib 
could exist or be made, Applicant has shown that at the time the present invention was made 
there was no reasonable expectation of success. Absent such reasonable expectation of 
success, a prima facie case of obviousness cannot be sustained, MPEP 2143. 

3. The present invention represents no "mere change in form". 

The Examiner suggests that one skilled in the art would have had a "reasonable 
expectation" that changing the form or state of a compound would result in "compounds of 
similar activity". Office Action of March 21, 2003, page 3, lines 2-5, emphasis added. Thus 
the Examiner himself appears to discount Stavchansky' s teaching of differences in absorption 
between amorphous and crystalline forms of a drug, in order to suggest that the expectation of 
the present invention is that it constitutes no more than a "mere change of form" 
unaccompanied by advantages stemming fi*om the new form. As quoted by the Examiner, 
"Mere change of form in and of itself does not disclose novelty." Ex parte Conn & Norman, 
119USPQ388, 1956. 

Applicant respectfixlly draws the Examiner's attention to its previous response, 
wherein the quotation fi-om Ex parte Conn & Norman is shown to derive fi-om Union Carbide 
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V. American Carbide, 181 F 104. Response of December 9, 2002, page 3, lines 7-20, In 
both Union Carbide and Ex parte Conn & Norman the fact situations were found to support 
patentable novelty, as it was determined in each case that the change of form was 
accompanied by advantages stennming from the new form. A similar fact situation is found in 
the present application^ thus amorphous celecoxib does not represent a '*mere change of 
form". 

Specifically, the Examiner's attention is once again respectfully drawn to the present 
specification at page 31, Table 3. 

In a pharmacokinetic study in dogs, a tablet comprising amorphous celecoxib of the 
invention exhibited an approximately twofold higher Cmax and an approximately twofold 
higher AUC, i.e., a doubling of bioavailability, by comparison with a prior art capsule 
comprising crystalline celecoxib. Furthermore, a blood plasma celecoxib level of 101 1 ng/ml, 
reached in L2 hours with the prior art crystalline form, was reached in just 0.5 hour, /.e., less 
than half the time , with the amorphous form of the invention. 

According to the present Action, unless imobvious and imexpected results can be 
shown, the rejection must be maintained. Office Action of March 21 , 2003, page 3, lines 6—7. 
Applicant respectfully submits that the data shown in Table 3 of the specification constitute 
the unobvious and unexpected results necessary to overcome the present rejection, even if a 
prima facie case of obviousness existed (which is not admitted herein). These data clearly 
show that amorphous celecoxib is not a ''mere change in form'', rather it is a novel and 
unobvious material having significant benefit over prior art crystalline celecoxib. 

''Because the advantages afforded by the claimed compound stem from its new form, 
[and] since the compoimd is neither taught nor suggested by the prior art, its novelty coupled 
with the unobvious results thereby renders it patentable.'' Ex parte Conn & Norman. A 
similar fact situation presents itself here; accordingly the present claims are believed allowable. 

4. Conclusion 

For the reasons set forth above, Applicant respectfully traverses the present rejection 
under 35 U.S. C. § 103(a) and submits that the claims presently in consideration are in 
condition for allowance. 
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Respectfully submitted, 



James C. Forbes 
Agent for Applicant 
Registration No. 39,457 
TeL (847)581-6090 
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Pharmacia Corporation 
Global Patent Department 
P,0, Box 1027 
St Louis, MO 63006 
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